wo 2005/034902 PCT/JP2004/015298 

1 

m m m 

5 ^m^m 

^^m(D^mis>m/u\znt?nx\^^^fA mx\t. f^m 2001-316240-^ 
^^s:tK#^2 0 03-27878 3^^jkm^m)smmi^zs^(Dmmmmz=i^ 
20 -dr>(Dm^^^m't^ipm-^^&^^t\z'D\^^x\tm^-^tix^^f3i^^o 

25 <Dx$>^o ^fc. 2^^Bjf*. ^mmt\^xmm-^rL^±m::2^-'y>m±^mm 
mn. mz7^yiy>5' — v >m:z\t't(Dm^z\t. ^mmmz^n^::!'^-^ 



wo 2005/034902 PCT/JP2004/015298 

2 

10 ^mi^n^'pn.< }=.%\mx%^.'m.\\z^m(Du^—^>M^^MM^Wum. 
m^-^n^'pfsiK mrc^^. m i izt'dm.(Da^~->^'>m^i^mmm}j^^o 

15 

X7^;k s.rXiine>cDi^j;D?5:^w^e»®*^$nsiJ>75:<i:'fe>iMT2b'5, ^2 

ill 8. tfUSv^^m^mHiSitJW*^. 'i7U>^>5' U>M:S:lK^®4iJ:D;5:§ 



wo 2005/034902 PCT/JP2004/015298 

3 

]^i2. :/u>mMmM]^Mifi«§p{c^bT, ifv^z^y^mmmmmn^ 
0. 001-100 a*gi5(D#j-&T^wr'5. :® 2 (cism® 3 ^-^'^h^^SjI 

10 

0 . 0 1-10 mm% (DW\^x-^^n^. m 1 izmmou ^-y>m^^mmm 

15 UT, 0. 0 o 0 l~l OS«%0Df!l-a-T'^*n§. ^iJ::i3m©3^-y>M 

mi 6. imm-v^,^. mnzv&m(Du^-'y>m^{^mmummo 

:®i7. ':rv>mmmmm^m^^mizmm-r^z.t^wmtt^. 3^-y> 

]Si8. '^^j>^mmmmmMtmz. }^vs.z^>^mmmmmM^^m^zmm 
T^z-t^f^mt-r^. mi 7\zf^m(Dn^—yy<Dm^<^m:^m. 
25 mi 9. •fv>?^i^mmmmm^^m-r^^mm.]j^!^^&mizmm-r^. mi7 

m2o. >m^mmmmMRz^\iv s.z^>^mkmmmM'^m'r^^mm^ 
m^^mizmmT^. mi 8\zmm<D:3^->y><Dm^um:^^o 



wo 2005/034902 PCT/JP2004/015298 

4 

1 8 izmw^on ^—^>(Dm^i&m:^mo 

m25. }dv^^>m^mmmmm^. '>u>^>-u>m]3:D^'^©^j:D?^^s^ 
7i)-^^mi^-^n^^f3i< imx'^^. mi 8izmm<Dn^~-y>(Dm^um:& 

15 2 6 . t! U 5 >^^mp]^«^K*^> r> U 5^ > 5 ' U >m.'BLn^<Dm^ D 3^ 

25 mBLXS^(D^^riU^mi(^^WR^f\.^'}>fs.<^%im-^^^^ mi8\zWM(D 

:^2 9 . yj ymwmWMm'mfir^ ^ 5 • U >^}S5iaf^®t^J; O;^:^^^ 

t,^i^mi^t\.^Ci>1^ < i t) 1 STS D , tr U ^ >^>l^^mM^tlM:^>^'>^ U 5 ' 



wo 2005/034902 PCT/JP2004/015298 

5 

0. 0 0 1-1 o omm^cDm-^-v^m-r^s mi 8\zBm(Dziy-^><om^ 

5 msi. >^mmmmmMf}^. ^mm.^m<Dmm\zMi.x. o. oi~io 

m3 2. \fv s.z^>^mmmmmni!)^. m.mm(Dmm\zMvx. o. oooi~ 
1 ofi«%®#j-^-r'^^n^> m2 oizw.m<Dn^—^>(Dm^^m:^m. 

ms 4.Sf\-mm.^mmmnx;^^.m 1 9 izmmou ^^-^xDm^i^m^m. 
m3 5. mi izmm<Du^-^>m^i^mmMm^^mizmm-r^. mii 

m^Q- m2\zwiSi,(ou^-'^>M&^mmu^sk^&m\zmm^^. mi 8 
15 \z'Bm,(Du^—tfy(DM^^m-^mo 

25 mmcpmmrjimM 

miu. 1 tc^jiiT. ^mmm<D AMP 2 N a^^mmx}^h!^mmm 
mmm^m^i^rcm\z. m^-^nrcp i cpcDrnm^^-rmx^t^o 

m2u. umm2\zi5^^x. ^mmm<D amp 2 n aRxsvup 2 n a-^mm 
mx'}zh^mmmwms^^mmhrcmiz. m^-^nrcp i cpomm^^-rmx 



wo 2005/034902 PCT/JP2004/015298 



^ HTx— >^y5^^^W:t^H (NMN), nng^>T^ HTx->>^^ 
15 (NAD)> nn^>T^ FT7^n>5^^i7V':t^HU>m (NADP). :7 

^tf>T5^— >5^^^^l/:t^H (FAD) eitl S. ©^"tlSBtl C^d^^f t^}?:^ 

bT, yfj 2 ' - u 3 • - U TT^y 5^> 5 ' - U >M 



wo 2005/034902 PCT/JP2004/015298 

7 

15 ^c^bT.ii^ 0. 0 i~i oa»%©iB»^e>MM*^bTp^-r^ci<h)&«T# 
-u>m. z^>3' ~v>m> K7vs^>2' ~^j>m). i>u>^>— u>m. ^ 

®U>ii^xX7=-;U C5* -5=':t4^5/'^U>'>— U>^ (dUDP), 5 ' ^ >":i7 



wo 2005/034902 PCT/JP2004/0 15298 

8 

Vi^jim (dUMP) Rxsz.nB(DmM(D^^iyjvmwmmi^!^n; 

X z^^z^y. >'5^>^>®u>mxx-5^;p (CMP) c->5=->^>— u>m iz^^i^ 

ys'-v >m> ->^i^ > 3 ' - u v-^e^ > 2 • - u >m) > >-^>^ >= u >m ( c 

TP), i^5^>^>-U>m (CDP)D, 5':^^v>'5^^>^>, 5='::t^i^>'5=->>^>© U 
5 >^X^T-;i' (5' -5^:^-4^vv'5^>^>HU>m (dCTP), 5 ' -5=':^-^>'>-5^>? 

>iiv>m. (dCDP), 5 ' — 7^::e-^i^->5^>?;i'm (dCMP) m msz.n^(D 

i^S.^jm (dTMP), ^$>^>-U>m (dTDP). 5^$>?>HU>^ (d 
20 ^U>^>— #fc'>US^>5'-U>m(UMP)^#tf'5Jl^*«T#§o 

-jy^oym.m'&c.T^ jmm ; Ty=E-^2^m.-^ v u yifu^^y)v 
Ty=E:=L^j:^mm<DTy=E=L^L.WL', ^^jx.^ y-)VT^ymL. z^x.^/-)vt 
25 ^ym.. hux^y— ;i/T5>ii. 'E/^v:funy-)vr^ym. -j-^vztu 



wo 2005/034902 PCT/JP2004/015298 

9 

f)^o. ooi~io omm^(Dm^^r^^<kot^i^m-^^^m'^miR'r^^hf}^x 
10 iii^MA^o. o 1-1 0 osagp. M}c^?sb<«o. 0 1-1 oaasp, j;f9$f 

mm^Mffi^Mxo. 0 0 0 1 — 1 oM«%,$f*b<«o. 0 0 0 1 — 1 a»%, 
M\zftf^v<y±o. 0 0 0 1 — 0. imm%^mvf^;:Ltf)^x^^o 

*;^c, :^mm(Du^-^>m^^mmm^m\z\t. 'Si'm\zmux^mn'^i^m(D 

20 ^mj^^^m^-r^z-t-^ix^^o z.(D^-oum^tvx. m^u. !^mmm.m. 
•fern (^3^, mw. i^^mij. mmm. mim±wu ^ 

mm. ifiLff{Eii^j> :BLn^mmmn,mmm^m^-f^^t-fy^x^^o 



wo 2005/034902 PCT/JP2004/015298 

10 

20 mf3:^(D-(;^n\tmzmm:-^n'r. mx\t. ^-xh^bc. a-t.^. i^j^jy^. 
u-ifts V =:^p^> hM^m^'r^^tii^x^^omzitmntT^m^x^n^t. 

fe, iNFlc3l^j^J^W^^J^a)^T^iPp<ht-§J^'&T^m^. hx-;i^. ^Ti^U 



wo 2005/034902 PCT/JP2004/015298 

11 

^(Dmmm^^t. mmm (th) o^m. mm. Bm(om^(Dmmm\zji^ 
15 :^^m<D:2^-y>M^i&mmm^m\t. ^m\zmm-^n^^t\z^^x. m 

20 

(I I) =i ^-^'>(Dm^^m:&m 



wo 2005/034902 PCT/JP2004/015298 

12 

m^mm'r^m'^'^$>nu. m^\tmm^n^i^m<Dmm\zM'r^ummm(Dm 
mm^ii)^o. 5~i omg/cm* (Dmmtf3i^^vf3:m^immmm<DE^fr 

10 ^ M M 



15 mmmi {titTK (phs.s) 

r5^y>'>— u>M^-^hU'^A 3.0 mm%) 

^ Vz^y—vym^^-^hv^A o.i 

# U:^^>'X5^l/>(E.0.60)^'fbfc"75^?ft 0.7 

JL^y—JV 5.0 

20 U -fe U > 2.0 

wmm 0 . 2 

#^ m m 

25 -g- ff^ 10 0.0 a«% 



mMm2 %m (phg.s) 



1 . 5 mm%) 



wo 2005/034902 PCT/JP2004/015298 

13 

^ U 5^>-U ym—'T h U '^A 0.01 

:^j;i/3j^^-> t:r:;i/Ji^ U "t- 0.3 

^yaUX5^>m5^:^7i5^UirU> 2.0 

Ts^V^y 5.0 

5 xiJ^y— ;i/ 1.0 

^U-feU> 6.0 

S^J^j^J 0 . 2 

10 th 10 0.0 mmx 



T^y>^>— U>M=i:?-hU'^A 10.0 (afl:%) 

15 C7U>?>-U>m— :^hU'^A 1.0 

•t^U5^;^m o.i 

x^y— ;i' 2 0.0 

^UirU> 2.0 

g&J^M 0 . 2 

20 #5|Bf » 

fh 10 0.0 a«% 



25 



?L^^ (pH6. 5) 



4. 0 

1. 0 
0. 3 

2. 0 



wo 2005/034902 

-a- th 10 0.0 a«% 

>:7;i/x>h)|^Mt:::feViTlsiJ|Xb;tj^##L.fe. dcom^fflv^^T, Ty'Ji^y 

15 OViTflMffiSrfft?}^, ?&:fe> OT. AMP 2Naf::oViT«, AMP(D^imfc^ 

1) WM^^X^tcMl^^UGS (Lev Serum Growth Supplement) MediumlOBS 

m.wmm{^'7^^%m\z.mm\yx. soooocchs/ioomi t.iSi^^o\z.mmMm. 

2) i^mU>mM«?^S:fflViT€-SiiS©AMP2Na^^^i^mb> :7W';i'i5' 
ffi^i^ (0~1 X 1 0-5w/v%) ©AMP 2Na^WJ§iife^^mbfe„ 



PCT/JP2004/015298 

14 

5. 0 
1. 0 

6. 0 
0. 2 

M ft 



wo 2005/034902 PCT/JP2004/015298 

15 

Procollagen type I C-peptide ( PICP ) S > Procollagen type I 
C-pept i de (P IP) EI A Ki t (TaKaRa %hM) l^^xmM l^Tzo 

^ $ tlT I. i -5 i d^Si^ $ tl^o 

10 

AMP 2Nate7U>^>— U >m— :^hU':7A (OT. UMP 2 N a tV^^p) 
15 T^lJC^-rt'J'&TAMP 2NaS.t;^UMP 2Na<^'^Wt- ^^ife 

Iff. AMP 2NaS.tKUMP 2NalC-:PViT«. ^n^tlAMPSit^UMP © 

20 



^1 





iB-^Sli-^ (w/v%) 


AMP 2Na 


UMP 2Na 




1X10-^ 


1X10-8 




1 X 1 0-« 


0 




0 


1X10-8 


ummm4 


0 


0 



n^nramM^m 2 iz^To m27f)^>^. AMP2Natc«3^— y>:ii^{iSji 
i^m-^^$>^^h. mzsiz. UMP 2N ammzitn'^-^^ym^^mi^m^^tsi^^ 

25 jO^. amp 2N ei<Da^—>tf'>m±i^Mi^m^Mmmzm^T^^^^^m^i!)^i: 



wo 2005/034902 



16 



PCT/JP2004/01S298 



wo 2005/034902 



PCT/JP2004/015298 



17 

15 



wo 2005/034902 PCT/JP2004/0 15298 

18 

1 1 . y u >^:i^mM]*tiK56tTx/ 5 ' — u ymRzs^(Dm^ d i^si^*^ 
15 6mm.-^n^'pf3i< thim-v^K). \:^^)5.-yy^mmmm^Mii)^^u-yy5' 

2 {ctB«©n ^-^yym^i&mmm.^mo 

12. :fv y^mmmmmn 1 mmwznvx. tf u 5 ^^y^^mmmmmm^ 0 . 
20 0 0 1-10 oMagpofij'&T^^-r^. 2 fciBmori 

13. 7'u>^:^^Miii^M5&«. n^-^ym^^mmmmm<Dmm\zni^x. 

0. 0 1~1 OfiM^cDfiJ'&T^^n-g)^ ii5l<:Sl {ClBmcDa^-^y^^:^^^?! 
25 ffla^^lo 

0. 0001~1 omm% (DWl'^X^mn^. tt^:^2{CiB^a)a^— y> 



wo 2005/034902 



PCT/JP2004/01S298 



15. imn> ^mmm^jL^mmmmu^ffa^^^. m^^miizmw^oa^- 

17. -^f^jy^mmmmmmtrnz. i^v^i^y^^mmmmmm^^mizmmT 

10 

1 8 . m^m 1 \zmm(o:3^'-ii'>m^i&mmmmm^!^mizmm-r^. m^^ 
mi 6 \ztm<Du ^-y>(Dm±um:^mo 

1 9 . m-mm 2 jcfBm©3 ^-'ifym^i&mmm^m^^mizmmir^. m^m 
15 mi 7 \zmwt<Dzi^->r>(Dm^^m:&mo 



wo 2005/034902 



1/1 



PCT/JP2004/015298 



mi 





160 








140 


\ 




to 
c 


120 


m 


100 


Q. 




Old 


80 


-H- 






60 








40 






20 




0 



J^ifetfAMP;!^ (w/'v%) 



E 
c 



m 

a. 
o 

Q. 

•a- 



180 
170 
160 
150 
140 
130 
120 
110 
100 
90 
80 



um^iiiii um^i&z um^i^3 um^a^^ 



INTERNATIONAL SEARCH REPORT 


International application No. 




PCT/JP2004/015298 


A. CLASSIFICATION OF SUBJECT MATTER 




Int. CI'' A61K7/48, 31/7064 





According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
Int.Cl"' A61K7/00-7/50, A61K31/00-31/80 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
• CAPLUS (STN) , MEDLINE (STN) , BIOSIS (STN) , EMBASE (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, vwth indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


L.J. Croucher et al . , 'Extracellular ATP and 
UTP stimulate cartilage proteoglycan and 
collagen accumulation in bovine articular 
chondrocyte pellet cultures', Biochimica 
et Biophysica Acta 1502 (2000) 297-306 


1-15,20-21 


X 


JP 2003-40729 A (BASF AG.), 
13 February, 2003 (13.02.03), 
Claims; Par. No. [0033] 

& EP 1273285 A2 & DE 10132338 Al 
& US 2003/068349 Al & CN 1395918 A 


1,3,13,15,20 


X 


JP 6-48934 A (Sansei Seiyaku Kabushiki Kaisha) , 
22 February, 1994 (22.02.94), 
Claim 5 
(Family: none) 


1,3,13,15,20 



I X I Further documents are listed in the continuation of Box C. 



I I See patent family annex. 



♦ Special categories of cited documents: 

*'A" document defining the general state of the art which is not considered 

to be of particular relevance 
"E" earlier application or patent but published on or after the international 

filing date 

"L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 
"O** document referring to an oral disclosure, use, exhibition or other means 
"P" document published prior to the international filing date but later than the 
priority date claimed 



*T* later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

**Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
10 February, 2005 (10.02.05) 


Date of mailing of the international search report 
01 March, 2005 (01.03.05) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/015298 



C (Continuation). DOCUMENTS CONSmERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of tiie relevant passages 



Relevant to claim No. 



JP 9-295915 A (Kikkoman Corp.), 
18 November, 1997 (18.11.97), 
Claims; examples 
(Family: none) 

JP 2001-31549 A (Pola Chemical Industries 
Inc. ) , 

06 February, 2001 (06.02.01), 
Full text 
(Family: none) 

JP 63-183535 A (Lion Corp.), 
28 July, 1988 (28.07.88) , 
Full text 
& EP 256472 A2 



1,3,13,15,20 



1,3,13,15,20 



1,13,15,20 



Form PCT/ISA/210 (continuation of second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/015298 



Box No. n Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1- [x] Claims Nos.: 16-19 

because they relate to subject matter not required to be searched by this Authority, namely: 
The ^^method of promoting the production of collagen" as set forth in the 
above claims involves ^^treatment of wound" in the scope thereof and, therefore, 
pertains to ^^methods for treatment of the human body by therapy" (Rule 39. 1 (iv) 
of the Regulations under the Patent Cooperation Treaty) . 

Claims Nos,: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box No. m Observations where unify of invention is lacking (Continuation of item 3 of first slieet) 



This International Searching Authority found multiple inventions in this international application, as follows; 



As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest I I The additional search fees were accompanied by the applicant's protest. 

□ No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (2)) (January 2004) 



PCT/J P2 O O 4/0 1 5 2 9 8 



Int. CI" A61K7/48. 31/7064 



Isa?i^^fo:feS/^is^^3is|• mmi^Vf^m d po ) 

Int. Cl» A6 1K7/00-7/50, A6 1 K3 1/0 0- 3 1/8 0 



CAPLUS (SITO . MEDLINE (STlO . BIOSIS (STN) , QIBASE (STN) 









X 
X 


L. J. Crouch'er et al, * Extracellular ATP and UTP stimulate 
cartilage proteoglycan and collagen accumulation in bovine 
articular chondrocyte pellet cultures' , 
Biochimica et Biophysica Acta 1502 (2000) 297-306 

JP 2003-40729 A (BASF Aktiengesellschaft) 
2003. 02. 13 Sl^ffm^<Dm.mRXf 10 0 3 3] 

&EP 1273285 A2 &DE 10132338 Al &US 2003/068349 Al 
&CN 1395918 A 


1-15, 20-21 
1, 3, 13, 15, 20 



TAJ #{cB8jg<z>fe5Sn»tt?«:/ji<. -mi^mm^m^^ Ttj 

Skmz''^^^iri1t.h<D rxj 

rpj sis^tUMBBir-e. i^-om^m<D^m(Dm^t^£?>mm r&j 



10. 0 2. 2 0 0 5 



mmmmm.^ff:>mkB 3 2005 



0>J:H#fFir (I SA/J P) 
Sfl!#-§-l 00-8 9 1 5 



03—3581-1101 



4C 



9 7 3 7 



3 4 0 2 



«^PCT/I SA/2 1 0 (^2-:—:^) (2004^1>^) 



PCT/JP2 004/01 5298 



c (m^) .. 



JP 6-48934 A (H^M^5^#|±) 
1994. 02. 22 WfFW^O^ffl^ 5 

JP 9-295915 A ^ ^—-^l^m^^W 
1997. 11. 18 #fF»^<D^H:S.t;?^itM#fiS 

JP 2001-31549 A (/K-9>fk^X||t5N^#*fc) 

2001. 02. 06 

JP 63-183535 A (^'l':^Vt5fei^#^fc) 
1988.07.28 X^-^i^ 
&EP 256472 A2 



1, 3, 13, 15, 20 



1, 3, 13, 15, 20 



1, 3, 13, 15, 20 



1, 13, 15, 20 



^PCT/I SA/2 1 O (B2^-e^©iK#) (2004^1^) 



3l^tb^*# PCT/ J P 2 0 0 4/0 1 5 2 9 8 



^f^a^msm (PCT 1 7^(2)(a)) (Dm^i^xio. ^coB^^dtt^'&fmcDae^ i ?) |»3i?©^ffl©— ^f|5^^:ov^-cf^ 

mwmti^izm^<m^\3 9. 1 (iv)) 



3. □ff*©$5H H:, «JSSSI*©«SfflT?fcoTPCT^!|6.4(a)©^2S:2&05Sg33t<D^|:: 



1. □ wMA;j5jji,g^35;iij(raiiaE#»#sri-'<T^[ioi^jciift#b;t©-e. ro^sisgififfi'&fi. -r^xcom^mtum^ 



4. □ WiSA:aSjKvgf*ii3bP^aiE#l&i|sfSr»3Wl^(-i^f^rL**»oytO-C% ^©ffl^iSS^'S-tt. lt*©^BB©S?Olc|Em 



^PCT/I SA/'2 1 0 .imi^'-i^<Of^ (2) ) (20 04'¥l^) 



